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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 9 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3, This report contains indications relating to the following items: 
I IS Basis of the report 



II 


□ 


Priority 


III 


□ 


Non-estabtishment of opinion with regard to novelty, inventive step and industrial applicability 


IV 




Lack of unity of invention 


V 




Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 


VI 
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Certain documents cited 


VII 




Certain defects in the international application 


VIII 




Certain observations on the international application 
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Authorized officer /T^^X 
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I. Basts of the rep rt 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments (Rules 70. 16 and 70.17).): 

Description, pages: 

1 -35 as originally filed 

Claims, No.: 

1-28 as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 



IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

E3 neither restricted nor paid additional fees. 

2. □ This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 

68.1 , not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1 , 13.2 and 13.3 is 

□ complied with. 

E3 not complied with for the following reasons: 
see separate sheet 

4. Consequently, the following parts of the international application were the subject of international preliminary 
examination in establishing this report: 

□ all parts. 

H the parts relating to claims Nos. 1 -1 0, 1 7-1 9 and 20-28, 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-10,17-28 

No: Claims 

Inventive step (IS) Yes: Claims 

No: Claims 1-10,17-28 

Industrial applicability (lA) Yes: Claims 1-10, 17-28 

No: Claims 
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2. Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re Item IV 

Lack of unity of invention 

The present application lacks the required unity-of-invention for the following 
reasons : 

Reference is made to the following document : 

D1 : US-A-5 792 901 (SCOTT MICHAEL R ET AL) 1 1 August 1998, cited in the 
application on p. 3, 5, 10, 23, 28 and 29 of the description. 

The prior art document D1 discloses a standardized prion preparation, produced 
from harvested brain tissue from mammals which have their genome manipulated 
so that they are susceptible to infection with a prion which generally only infects a 
genetically diverse animal (col. 6, lines 1-10). Genetically diverse test animals 
may be human, cow or sheep (col. 6, line 60). Human polymorphisms, e.g. codon 
129 Met/Val and pathogenic human mutations in the PrP gene, e.g. 2 octarepeat 
insert are also mentioned (col. 20, Mutation Table). The invention claimed in D1 
also includes transgenic animals with their genome changed to include higher 
copy numbers of the PrP gene of the genetically diverse test animal (col. 19, lines 
1-14). Prions produced in the transgenic mice Tg(HuPrP)/Prnp 0/0 and Tg(MHu2M) 
are also given as examples (col. 9, line 24 and 38, respectively). 

Independent claim 1 relates to a standardized prion preparation containing prions 
from a known strain present in a known amount and causing disease in a known 
species of animal. Independent claim 11 concerns a prion protein standard 
composition containing isolated exogenous prions from transgenic mice together 
with a standard in brain homogenate from the animal that is normally infected with 
the prions used as a carrier. 

The only technical features common to claims 1 and 1 1 is that they are prion 
protein standard compositions that contain prions and a carrier. However, 
document D1 discloses a standardized prion preparation with the same features. 
Therefore, claims 1-10 and 17-19 which are directed to the preparation of a prion 
standard according to claim 1 are not so linked to claims 1 1-16 as to form a single 



Form PCT/Separate Sheet/409 (Sheet 1) (EPO-April 1997) 



INTERNATIONAL PRELIMINARY International application No. PCT/US99/27452 
EXAMINATION REPORT - SEPARATE SHEET 



general inventive concept (Rule 13.1 PCT) as they appear not to be linked by a 
new special technical feature in the sense of Rule 13.2 PCT when taking into 
account the state of the art. Thus, the present application lacks unity of invention. 

Therefore, two separate inventions are identified in the present application : 
1 - Claims 1-10 and 17-19 : 

A standardized prion preparation and methods of producing such preparations 
comprising prions and a carrier of a known composition which is different from 
brain tissue of the genetically diverse animal which the prions would infect in the 
animal's natural state, e.g. brain tissue of mice or water. 
2- Claims 11-16 : 

A prion protein standard composition comprising prions and brain homogenate 
from the genetically diverse animal which the prions would normally infect. 



Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 - Reference is made to the following document : 

D1 : US-A-5 792 901 (SCOTT MICHAEL R ET AL) 1 1 August 1998, cited in the 
application on p. 3, 5, 10, 23, 28 and 29 of the description 

2 - Novelty - Art. 33(1 ) and (2) PCT : 

2.1 Claim 1 discloses a standardized prion preparation containing prions from a 

known strain present in a known amount and causing disease in a known species 
of animal. Since no standardized prion preparation characterized by a known 
amount of prions has already been described in the available prior art documents, 
claim 1 can be considered as new. 



Form PCT/Separate Sheet/409 (Sheet 2) (EPO-April 1997) 



INTERNATIONAL PRELIMINARY International application No. PCT/US99/27452 

EXAMINATION REPORT - SEPARATE SHEET 



Claims 2-10 are dependent on claim 1 and as such also meet the requirements of 
the PCT with respect to novelty. 

2.2 The method for preparing the prion protein standard disclosed in claim 17 is 
characterized by the inoculation of the host animals with a known amount of 
prions. For the reasons mentioned above (see point 2.1), claim 17 and 18-19 
dependent thereon can therefore be considered as new. 

2.3 Since none of the available prior art documents mention a calibration method for a 
prion assay, the subject-matter of claims 20-22 appears to be novel. 

2.4 The same applies to the subject-matter of independent claim 23 concerning a 
prion protein standard kit and claims 24-28 dependent thereon. 

3 - Inventive step - Art. 33(1) and (3) PCT : 

3.1 As mentioned above (see Item IV), the closest prior art document D1 discloses 
methods for the detection of prions in a sample using a standardized prion 
preparation generated by transgenic mice methodology. In the light of D1 , the 
problem underlying the present application is to be seen in providing alternative 
prion protein standard compositions and methods for calibrating prion protein 
assays. The invention also provides a prion protein standard kit comprising a 
plurality of protein preparations. 

3.2 The subject-matter of claims 1 and 2 differs from document D1 by the known 
amount of prions present in the preparation. This distinguishing feature results in 
an improved accuracy of the standardized preparation. However, the skilled 
person who wishes to improve the assay reliability would regard it as a normal 
design procedure to include this feature in the prion preparation claimed in D1 . 
Furthermore, the standardized prion preparation disclosed in document D1 also 
shares the technical features revealed in claims 3-10 (see Item V-1). Claims 1-10 
can therefore not be regarded as inventive. 
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3.3 The subject-matter of claims 17-19 differs from D1 by the inoculation of the host 
animals with a known amount of prions, which is arbitrarily defined as a known 
number of infection units. As mentioned above (see point 3.2), this technical 
feature is considered an obvious option to improve the method for the preparation 
of a standard composition as claimed in D1 . Thus, claims 17-19 do not appear to 
be inventive. 

3.4 The method of calibration of a prion protein assay and the prion protein kit 
disclosed in the present application cannot be considered as inventive since they 
are characterized by technical features that fall within the scope of customary 
practice followed by person skilled in the art (e.g. determining a true value of 
protein concentration and accordingly adjusting the assay value ; the 
combinations of features as reported in claims 24-28). Thus, the subject-matter of 
claims 20-28 does not involve an inventive step. 

4 - Industrial applicability - Art, 33(1) and (4) PCT : 

The subject-matter of claims 1-10 and 17-28 appears to be industrially applicable. 



Re Item VII 

Certain defects in the international application 

1 . The expression "incorporated herein by reference" e.g. on p. 3 lines 3-4 of the 
description is not allowed as the application should be self-understanding (Art. 5 
and Rule 9.1 -iv PCT, see also PCT Guidelines lll-4.3a). 

2. The term "and the like" employed e.g. on p. 4 line 1 renders the description 
unclear (Art. 5 PCT, see also PCT Guidelines lll-4.3a). 

3. The vague and imprecise statement "scope of the invention" e.g. on p. 7 line 14 of 
the description implies that the subject-matter for which protection is sought may 
be different to that defined by the claims, thereby resulting in lack of clarity when 
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used to interpret them (Art. 6 PCT, see also PCT Guidelines lll-4.3a). Such 
expressions are not allowed. 

4. The paragraph corresponding to lines 22-26 on p. 7 of the description leads to 
confusion about the content of the application (Art. 5 and Rule 9.1 -iv PCT). 



Re Item VIII 

Certain observations on the international application 

1. According to the description (p. 4, lines 12-16), "the brain preparation is of a 
species genetically similar and more preferably the same as the species 
susceptible to infection". In contrast, claims 1 and 3 disclose a "carrier of a known 
composition which is different from brain tissue of the mammal which the prions 
would infect". The subject-matter of said claims therefore appears to be 
inconsistent with the description (Art. 6 PCT, see also PCT Guidelines III-4.3). 

2. According to claim 1 , the prions contained in the preparation are of a known 
strain. However, the subject-matter of the dependent claim 7 specifies that the 
prions are of different strains obtained from 10 or more animals. Claim 7 therefore 
appears to be inconsistent with the subject-matter of claim 1 (Art. 6 PCT, PCT 
Guidelines III-4.3). 

3. The statement "known composition" in claim 1 is not clearly specified and renders 
the scope of the claim unclear (Art. 6 PCT). 

4. The term "about" employed in claims 18 and 19 renders the said claims unclear 
(Art. 6 PCT, see also PCT Guidelines lll-4.3a). 
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